
Exhibit F 



Reference Listed Drug 

(~y~~~~~~ti~~ne) 
Cream, Lotion 

TIIUN: Cream - Each 2x!% 
Cream ~~~ta~s 25 mg of hydr~~~rt~~ne in 
a water washable base of purified water, 
propylene glyeol, glyceryl munQste~tat~ 
SE, ~b~~e~ter~l and related sterols, 
~~pr~pyl my&ate, p~ly~urbate 60, cetyl 
al~hQ1, ~urbitan mQn~~t~arat~, ~QlyQxyl40 
stearate and sorbic acid. 

Lotion - Each ml o-f 29’86 Lotion contains 
25 mg of hydr~~~rt~~ne in a vehicle 
~~n~~~t~g of carbomer 440, propylene 

~ly~urbate 40, propylene glycol 
stearate, cholesterol and related sterofs, 
~~upr~pyl myristate, sorbitan palmitate, 
cetyl alcohol, tr~ethan~~arn~e~ sorbic acide, 
~~et~~~ne, and purified water 
~h~rn~~a~y, hydr~~~rti~~ne k~ 11,17,2 I- 
tr~~d~x~regn-4-~ene 3,20-dione 
~~~1~3~1~~~. 

The typical cQrti~~§ter~~d~, ~~lud~g 
hydr~~~~t~~ne, cun~titute a class of 
pr~ar~y ~~tbet~c steroids used as anti- 
~~ammat~ry and antipruritic agents). 

Proposed Drug 

EEydrocortisme Acetate Lotion 
USP, 25% 

DESCRXT”TIUN: The topical 
~~rt~~~~teroid~ constitute a class of 
primarily synthetic steroids used as anti- 
~~~rnat~ry and ants-pruriti~ agents. 
~ydrucorti~~ne acetate is a member of this 
class. 

tisone Acetate has a molecular 
f C&kI&Jj, a molecular weight of 

404.50, and a CAS registry number of 50- 
03-3. The chemical name is: Pregn-4-ene- 
3~2~-di~~~,2~-~acety~~xy~-~ 1, 17 
dihydroxy-, (11 p>- and the chemical 
structural formula is resented below: 

~ydrucQrt~~~ne Acetate Lotion is a typical 
preparation ~~nta~~g hydr~c~rt~~ne 
acetate 2.5% wow in a water wa$habl~ 
lotion containing the f~~~w~g inactive 
ingredients: stearic acid, cetyl alcohol, 
poly0xyl40 stearate, d~~~p~~pyl adipate, 
d~eth~~~ne, trolamine, povidone, 
puta~s~um sorbate, sorbic acid, glycer 
petrolatum, lanolin, hyd 
oil, sarbitan sesquiolate, stearyl alcohol, 
and purified water. 



CZinicaX P~ar~a~~lugy: Topical 
c~rti~~ster~ids share anti-~~amrnat~ry~ 
anti-p~u~~t~c, and vas~~~nstr~~tive actions. 
The mechanism of anti-~~~amrnat~ry 
activity of the topical ~~rtic~steru~ds is 
u&ear Various 1abQrat~ry methods, 

vas~~~~str~~t~r assays, are used 
re and predict potencies and/or 

clinical efgcacies of the topical 
cQrt~~~ster~~ds* There is some evidence to 
suggest that a re~~g~izab~e 
exists between vas~~~~st~~ and 
therapeut~~ efticacy in man. 

The extent of pe~~utaneuus absorption of 
topical ~~rti~~ster~ids is determ~ed by 
many factors including the vehicle, the 
~tegrity of the e ermal barrier, and the 
we af occlusive 

ical ~~rt~~~ster~~ds can be absorbed 
normal intact skin. ~nfla~ati~n 

and/or other disease processes in the skin 
increase ~~r~uta~e~us abs~~ti~n. 
~~~l~sive dressing substa~tia~y increase 
the taneaus absorption of topical 
~~rtlc~ster~ids. Thus, occlusive dressing 
may be a valuable t rapeutic adjunct for 
the treatment uf resistant dermatoses. 

sorbed through the skin, topical 
~~rti~~ster~ids ar 

administered corticosteroids. 
C~rti~~ster~ids are bound to plasma 
proteus in varying degrees. C~~t~~~steroid 
are metab~~ed pr~ar~y in the hver and 
are then excreted by the kidneys. Some of 
the topical ~~rti~oster~ids and their 
metab~~t~s are also excreted into the bile. 

CLINICAL ~HA~AC~~U~~ 
Topical corticosteroids share anti- 
~~~rnat~ry~ anti- 
vas~~~nstr~~tive ac 
~t~~~~arnrnat~ry activity of the topical 
corticosteroids is unclear. Various 
laboratory methods, including 
vas~~~nstr~~t~r assays, are used to compare 
and predict potencies and/or clinicaf 
efficacies of the topical ~~rt~~oster~ids~ 
There is some evidence to suggest that a 
recognizable correlation exists between 
vasoconstrictor potency and therapeutic 
efficacy in man. 
~h~~a~~~~eti~~ The extent of 
percutaneous abs~~pti~~ of topical 
~~rt~c~ster~ids is determined by many 
factors including the vehicle, the integrity 
of the e~~dermal barrier, and the use of 
occlusive dressings. 
Topical ~~rti~~ster~~ds can be absorbed 
from normal intact skin. ~n~~arnrnat~~~ 
and/or other disease processes in the skin 
increase percutaneous 
Occlusive dressing sub 
the percutaneous abs~~ti~n of topical 
cortieosteroids. Thus, occlusive dress~g 
may be a valuable th~ra~eut~~ adjunct for 
the treatment of resistant dermatoses, (See 
DOSAGE AND ~~~~~~TRAT~~~.~ 
Once absorbed through the skin, typical 
~~rti~oster~ids are handled thr 

harmacokinetic pathways s 
systemically adm~istered ~~rti~~ster~~ds~ 
Corticostereids are bound to plasma 
proteins in varying degrees. C~rtic~ster~id 
are metabolized primarily in the liver and 
are then excreted by the kidneys- Some of 
the topical corti~~steru~ds and their 
metab~~t~s are a o excreted into the bile. 

INDICATIONS AND USAGE 



~~rti~~st~r~ids are indicated for the relief of 
the ~~~a~atury and pruritic 
man~~stati~~s of c~rtic~ster~id-responsive 
dermat~ses. 
~u~~r~~~~~~~ti~~s~ Topical ~~~tic~st~r~ids 
are e~ntra~di~ated i_n those patients with a 
history of h~ersensitivity to any of the 
~~rnp~n~nts elf the preparation* 

General: Systemic absorption of topical 
~~rticQst~r~ids has produced reversible 

~~tha~ami~-pit~ita~-adrenal (HPA) axis 
man~~statiuns of Gushing’s 

erglyeemia, and glucosuria 
in some patients. 
~~~diti~ns which augment systemic 

n include the app~~ati~n of the 
ent steroids, use over large surface 

ed use, and the addition of 
sings. 

Therefore, patients receiving a large dose uf 
a potent topical steroid applied to a large 
surface area or under an occlusive dressing 
should evaluated peri~di~a~y for 
evidence iof WPA axis suppression by using 
the urinary free cortisol and ACTS 
st~ulati~~ tests. If HPA axis suppression 
is noted, an attempt should be made to 
withdraw the drug, to reduce the frequency 
of app~~ati~n, or to substitute a less potent 
st~rQid. 
Regives of HPA axis ~~cti~~ is gener 

t and complete upon d~~~nt~uati~n 
rug. I~requently, signs and 
ms of steroid withdraws may occur, 

ing supplemental systemic 
~~rti~~ster~ids. 
~h~dr~~ may absorb pr~p~~i~n larger 
amounts of topical corticosteroi d thus 
be mare susceptible to systemic toxicity. 
(See P~CA~T~U~~ - Pediatric Use.) 

n develops, topical ~~rti~~ster~ids 
dis~~nt~ued and appropriate 

Topical ~urtic~ster~ids are ~dicat~d for the 
relief of the ~flammat~ry and pruriti~ 
ma~estati~ns of ~Qrti~~ster~id-responsive 
dermatoses. 
~~~T~IN~I~A~I~~~ 
Topical corticosteroids are c~ntra~di~at~d 
in those patients with a history of 
h~ersensitivity tr, any of the c~rnp~ne~ts 
of the preparation. 
PRECAUTIONS 
General: Systemic absorption of topical 
~~rt~~~ster~ids has pro 
h~~thalamic-pituitary 
suppression, man~estati~ns of Gushing’s 
syndrome, h~erglycemia~ and glucosuria 
in some patients. 
renditions which augment systemic 
abs~~ti~n include the a~p~~ati~n of the 
more potent steroids, use over large surface 
areas, prolonged use, and the addition sf 
occlusive dressings. 
Therefore, patients receiving a large 
a potent topical steroid app~ed to a large 
surface area or under an occlusive dressing 
should be evaluated peri~dica~y for 
evidence of HPA axis suppression by using 
the urinary free eortisol and ACTW 
st~ulati~n tests. If I3EPA axis suppression 
is noted, an attempt should be made to 
withdraw the drug, to reduce the f~~que~~y 
uf application, or to substitute a less 
steroid. 
Recovery of HPA axis function is genera 
prompt and complete upon dis~~nt~uati~n 
af the drug. infrequently, signs and 
symptoms of steroid withdrawal may occur, 
requiring supplemental systemic 
corticosteroids. 
children may absorb prup~rtiona~y larger 
amounts of topical cortic:osteroid and thus 
be mare susceptible to systemic toxicity. 
(See PRECAUTIONS - Pediatric Use.) 
If ~ritati~n develops, topical ~urti~~steruids 
should be dis~~nt~ued and appropriate 



throaty instituted. fn the presence of 
dermato~og~cal infections, the use of an 
appropriate ant~unga~ or ant 
should be ~st~t~ted. If a favorable response 
does not occur promptly, the ~orticosteroid 

ould be d~~ont~ued until the infection 
as been adequately ~ontro~ed. 

I~f~~ati~~ fur PatiientS - Patients using 
topical co~t~~ostero~ds should receive the 
fo~ow~~ ~formation and instructions: 

L This med~catiou is to be used as directed 
by the physician. It is for external use 
only. Avoid contact with the eyes. 

2, patients should be advised not to used 
this meditation for any disorder other 

it was prescribed. 
3. The treated skin area should not be 

bandaged or otherwise covered or 
wrapped as to be occlusive unless 
directed by the physician. 

4. Patients should report any signs of local 
adverse reactions especially under 
occlusive dressing. 

of pediatric patients should be 
not to use tight-~tt~g diapers or 

plastic pants on a child being treated in 
the diaper area, as these garment may 
constitute occlusive dressings. 

~ah~ratu~ Tests: The fo~ow~g tests 
may be helpful in evaluating the HPA axis 
suppression: 

Urinary free eurtisol test 
ACTS stimulation test 

I~p~~e~t of FertSty: Long term 
~~a1 studies have not been perfo~ed to 
evaluate the carcinogenic potential or the 
effect on fertility of topical corticosteroids. 
Studies to determine mutagenicity with 
prednisol~~e and hydro~ortisone have 
revealed negative results. 

therapy ~st~tuted. In the presence of 
de~ato~og~~al infectiuns, the use of an 
appropriate ant~nga~ or a~t~ba~teria~ agent 
should be ~st~tuted. If a favorable response 
does not occur promptly, the corti~ostero~d 
should be discontinued until the infection 
has been adequately ~ontro~ed. 
~~fu~~t~u~ for Patient: I- Patients using 
topical corticosteroids should receive the 
following ~~orrnat~o~ and ~stru~tions: 
1. 

2. 

3. 

4. 

5. 

This medication is to be used as directed 
by the phys~~~~. It is for external use 
only. Avoid contact with the eyes. 
Patients should be advised not to used 
this medication for any disorder other 
than for which it was prescribed. 
The treated skin area should not be 
bandaged or otherwise covered or 
wrapped as to be occhzsive unless 
directed by the physician. 
Patients should report any signs of local 
adverse reactions especially under 
occlusive dressing. 
Parents of pediatric patients shoufd be 
advised not to use tight-~tt~g diapers or 
plastic pants on a child being treated in 
the diaper area, as these garment may 
constitute occlusive dressings. 

Laboratory Tests: The ~u~ow~g tests 
may be helpful in evaluating the HPA axis 
suppression: 

Urinary free cortisol test 
ACTS st~~lation test 

Carcinugenesis 
Impairment of 
anirnaf studies have not been performed to 
evaluate the ~ar~~oge~~~ potential or the 
effect on fertility of topical c~rti~ostero~ds~ 
Studies to determine mutagenicity with 
predniso~one and hydrocortisone have 
revealed negative results 



Pregnancy. Teratogenic Eff&xts. 
~r~~~~~~y ~~t~~~~y C: Cortieosteroids 
are generally teratoge~~ in laboratory 
animals whew adm~~tered systemically at 
relatively low dosage levels. T 
potent ~ort~~o~ter~id~ have be 
be teratoge~c after dermaf application in 
laboratory animals. There are no adequate 
and wee-~ontro~ed studies in pregnant 
women on teratogenic effects from 

tied corticosteroids. 
picai ~ortiGu~teroid~ should be 

used during pregnancy only if the potential 
benefit justifies the potential risk to the 
fetus. Drugs of this class should not St?d 
extensively on pregnant patients, in 1 

or for prolonged period of time. 
Mothers: Xt is not know whether 

topicaf adm~i~trat~o~ of cort~~o~tero~d~ 
could result in sufficient systemic 
absorption tu produce detectable quant~t~e§ 
in breast milk. Systemically adm~~tered 
~ortico~tero~d~ are secreted into breast milk 

quantities not likely to have a deleterious 
effect on the infant. nevertheless, caution 
should be exercised when topical 
Gorti~o~teroids are adm~~tered to a 
nursing woman. 

tra~r~ia~ h~erte~sion have been 
in children receiving topical 

Gort~~o~tero~d~. ~an~estat~on~ of adrenal 
~u~~re~~io~ in ch~dre~ include linear 
growth retardations delayed weight gain, 
low plasm cortisof levels, and absence of 
response to ACTH st~u~atio~” 
~a~~e~tation~ of ~tra~ran~al h~ertens~on 

Pregnancy. Teratogenic EfYGects, 
Pregnancy Category c: CortiGosteroid~ 
are generally teratogeni~ in laboratory 
a~al~ when adm~~tered ~y~tern~ca~y at 
relatively low dosage levels. The more 
potent ~ort~~u~tero~d§ have been shown to 
be teratogenio after dermal ap 
laboratory animals- There are 
and wee-co~tro~ed studies in ~reg~~~ 
women an teratogenic effects from 
topically applied curticosteroids. 
Therefore, topical ~ort~co~teroid~ should be 
used during pregnancy only if the potential 
benefit justifies the potential risk to the 
fetus. Drugs of this clas not sed 
extensively on pregnant ,k 
amounts, or for pro~o~ged period of time. 
Nursing Mothers: It is not know whether 
topical adm~i~tratio~ of ~ort~~o~tero~d~ 
could result in sufficient systetie 
absorpt&m to produce detestable quantities 
in breast milk. System~~a~y adm~i~tered 
corticostersids are secreted into breast milk 
in quantities not likely to have a deleterious 
effect on the infant. ~everthele~~~ caution 
should be exercised when topical 
cortieosteroids are adm~~tered to a 
nursing woman. 
Pediatric Use: ~~d~atr~~ ~at~~~ts may 
d~~~st~at~ greater s~s~e~t~~~~~~~ tu 
topical ~~rt~c~ste~~~d ~~d~~ed EPA axis 
s~~~ress~u~ and ~~s~~~g ‘s sy~d~~~e 
mattitre patients because of a hwger 
surface to body weight ratio. 
~~othala~~-pituitary-adren~ ( 
suppression, Cushmg’s s~drume, and 
~tracra~al h~erten~~on have been 
reported in ~h~dren receiving topical 
~ortico~teroid~~ ~an~~stat~on~ of adrenal 
suppression in children include linear 
growth retardation, delayed weight gain, 
low plasm cortisol levels7 and absence of 
response to ACTH ~t~~latio~. 
~an~e~tations of ~tracranial h 



~cIud~ bulg~g fo~tane~es, headaches, and 

ical ~orti~o~teroi~s irr 
ren ~houId be limited to the least 

amount compatible with an effective 
therapeutic reg~en~ shrove Go~i~o~t~roid 
therapy may ~terfere with the growth and 
development of children. 

g local adverse reactions are 
quently with topical 

dressing. These reaction are listed in an 
approx~ate decreasing order of 
o~~u~en~e~ 
~ur~g ~~erti~ho§i~ maceration 

of the skin 
Itohin Acne~orm S~~onda~ 

infection 
Irritation Skin 

pigmeutatio~ atrophy 
ryness Ferioral S triae 

dermatitis 
~u~~u~t~ Allergic 

contact 
dermatitis 

SAGE 

~~aria 

pplied ~orti~o~teroid§ can be 
absorbed in sufficient county to produce 
systemic effects, (See P~~~A~TI~~S.~ 
lIXXSAGE AND A~M~N~~~~~~N 
Topical ~orti~o~teroid~ are generally 

the effected areas as a thin fxlfn 
r times daily depending on the 

severity of the condition. 
~~~lu~ive dressing may be used for the 
m~agement of psoriatic or recalcitrant 
conditions* If an infection de 
used af occlusive dressings 
d~~o~t~~ed and appropriate ant~icrobial 
therapy instituted. 
HOW SUPPLIED: Cream Zir 2%% tube f 

include bulg~g tanelles, headaches, and 
bilateral papille 
Adm~~tration ieal corticosteroi 
~h~dren should be limited to the least 
amount compatible with an effective 
therapeutic regimen. Chronic ~ortico§t~roid 
therapy may interfere with the growth and 
development of children. 

ADVERSE REACTIUNS: 
The fo~ow~g local adverse reactions are 
reported ~frequently with topical 
~orti~o~teroid~, but may occur more 
frequently with the use of o~a;lusive 
dre~~~g. These reaction are listed in an 
approximate decreasing order of 
occurrence: 
~urn~g ~~erticho~~ ~a~eratiou 

of the skin 
Itching A~ne~o~ 

ns section 
Irritation Skin 

pigmentation 
Dryness Perioral 

dermatitis 
ulitis Allergic curia 

contact 
dermatitis 

QVERDOSAGE 
Topically applied co~i~o~teroids can be 
absorbed in sufficient amounts to 
systemic effects. (See P~~~A~ 
DOSAGE AND A~M~N~S~~~~~N 
Topical ~~rti~o§teroid~ are generally 
applied to the effected areas as a thih fii 
two to four times daily depend~g on the 
severity of the condition 
Occlusive dressmg may be used for the 
management of psorias s or re~al~it~a~t 
conditions. If an infection develo 
used of occlusive dressings should be 
di~cont~ued and appropriate ant~i~ro bial 
therapy ~~tituted. 
HOW SUPPLIED 



: Federal law prohibits 
d~p~ns~g without prescription. 

fl.oz. bottle (NDC xxxx-xxxx-xx) 
fl,oz. bottle (NIX xxxx-xxxx-xx) 
I? Only. 
Store at ~~ntro~ed room t~mp~raturg 15 ‘C 
- 30°C (59°F - 86°F). 

IS. 




